Abstract
Introduction

32
Multiple sclerosis (MS) is a chronic inflammatory disease of the CNS that 
Statistical analysis
345
All statistical analyses were performed with Sigma Stat 3.5, Sigma Plot 11 and
346
Microsoft Excel. All data are given as mean ± standard error of the mean (SEM). to PBS (Fig. 1a, Supplementary Fig. 1a) , with OM-MOG giving increased protection 365 when compared to RM-MOG (Fig. 1a ).
366
We next tested the effects of mannan-conjugated peptides when significantly reduced compared to PBS-treated mice (Fig. 1e) . (Fig. 2b ).
423
In a second approach we used the MOG-EAE model to test the prophylactic Fig. 1b ).
433
We conclude that the induction of T cell tolerance by mannan-conjugated was reduced in OM-MOG-treated mice compared to OM-treated controls (Fig. 3e) .
484
The induction of regulatory T cells is a critical mechanism of tolerance in EAE control groups (Fig. 3f) . peptide does not induce phenotypic maturation of DC (Fig. 4a) .
518
We next compared effector cytokine secretion by OM-MOG and MOG DC in 2007). Interestingly, we found production of PD-L1 to be decreased in CD11c + OM-
537
MOG DC compared to MOG-, OM-and PBS-loaded DC (Fig. 4e) . DC-T cell ratios tested, 1:1 (data not shown) and 1:5 (Fig. 5a ). MOG and OM-MOG DC OM-MOG-vaccinated mice (see Fig. 3 ). Interestingly however, while FGK 45 boosted 574 cytokine production induced by MOG DC, it had no effect on IFNγ or IL-17 production 575 induced by OM-MOG DC (Fig. 5b) suggesting that OM-MOG-stimulated T cells,
576
besides showing reduced antigen-specific proliferation, also show anergy to CD40 577 co-stimulation of effector cytokine production.
578
To investigate whether the reduced proliferation of MOG-specific CD4 + T cells signs in control PBS-vaccinated mice compared to non-treated controls (Fig. 5d) . In 598 contrast, FGK45 did not alter the susceptibility of OM-MOG vaccinated mice to 599 disease. Both FGK45-treated and non-treated OM-MOG-vaccinated mice remained 600 disease-free up to the last time-point studied (Fig. 5d) .
601
To investigate whether T cells exposed to OM-MOG DC showed anergy we 602 repeated the proliferation assay in the presence of exogenous IL-2. spinal cord, consistent with the histopathological analysis (Fig. 1d) , the numbers of 645 recruited GFP-immunoreactive ( Supplementary Fig. 4 ) and CD3-immunoreactive cells
646
( Fig. 6a) were markedly reduced compared to EAE controls. Both CD3 + T cells and
647
GFP-immunoreactive immune cell infiltrates were restricted to the leptomeninges or 648 occasional small compact lesions in the white matter (Fig. 6a) In this study we describe a method for targeting myelin peptide antigens to APC and The mechanism by which mannan-conjugated myelin peptides reduce the 757 encephalitogenic function of effector T cells therefore appears to be different from 
